Lars Eckardt and colleagues recently addressed this question of risk stratification for asymptomatic patients with Brugada syndrome. 1 Brugada syndrome is a genetic disease characterised by mutations in the cardiac sodium-channel (SCN5A), which cause a loss of function of the channel. 2-4 Patients with Brugada syndrome have normal heart function but are prone to cardiac arrhythmias and sudden death, especially in middle-aged men. The syndrome is one of the leading causes of death for young men in south-east Asia, where the mutation is particularly common. 5
Like most such genetic causes of sudden death, Brugada syndrome is an autosomal dominant disease, meaning that 50% of the progeny will inherit the mutation (and risk of sudden death) from the affected proband. Thus there will probably be more silent carriers of the mutation who may never exhibit disease symptoms (syncope, cardiac arrest, or sudden death) than symptomatic probands. Although drugs such as quinidine and sotalol have been tried in patients with Brugada syndrome, the only real treatment is placement of an implantable cardioverterdefibrillator to prevent sudden death. 6,7 Diagnosis of these patients is also problematic because the characteristic ECG findings (figure) may be absent. Genetic testing will only reveal the mutation in 20% of patients with Brugada syndrome. How to treat these asymptomatic patients is controversial. 8
Two major research groups have studied Brugada syndrome and provide much of the available data. The first group is an international registry spearheaded by the Brugada brothers, who initially described the disease in 1992. 9 Their cohort of patients is the largest but appears to be one at relatively high-risk for sudden death. Their group reported the clinical prognosis of 547 patients with Brugada syndrome over 24 (SD 33) months of follow-up. 2 Despite the short follow-up, 8% of the initially asymptomatic patients died or had ventricular fibrillation. The strongest predictor of adverse outcome was a positive invasive electrophysiology study during which malignant ventricular arrhythmias were induced. Inducible individuals had a six-fold increased risk of sudden death or ventricular fibrillation during the subsequent 2 years compared with non-inducible subjects.
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untoward clinical outcomes in their cohort. The highest risk feature was an ECG consistent with the diagnosis at baseline and a history of syncope; 44% of these patients had a cardiac arrest. Their group advocated placement of an implantable cardioverter-defibrillator in such patients and no treatment in asymptomatic patients whose baseline ECG was normal.
Eckardt and colleagues describe a large cohort with Brugada syndrome (212 patients) from four European centres with the longest follow-up yet published (40 [SD 50] months). Only 1% of the initially asymptomatic patients had an arrhythmic episode during follow-up. Their cohort seemed to be at lower risk for sudden death than the Brugada registry, perhaps because of a selection bias in the latter group. Importantly, Eckardt did not find that electrophysiology study was useful for risk stratification. Indeed, such testing was negative in four of nine Brugada syndrome patients who eventually had clinical events. Their sentinel work is highly useful because they show that asymptomatic patients with incidentally discovered ECGs consistent with Brugada syndrome are at relatively low-risk for cardiac events.
The Second Consensus Conference on Brugada syndrome recently recommended placement of an implantable cardioverter-defibrillator for cardiac-arrest survivors but admitted that it is unclear if asymptomatic patients should receive treatment. 11 Eckardt and colleagues' study suggests that such patients will do well and do not require intervention. Additionally, they did not find that invasive electrophysiology study was a useful tool for risk-stratification and should not be used.
All groups sound a word of caution with their findings due to the short follow-up in their studies. Whether initially asymptomatic patients could have a cardiac arrest decades after their diagnosis is unknown. Such findings will only be revealed over time. Affected family members who have not yet had symptoms must wait as we all continue to learn more about the natural history of Brugada syndrome.
